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^ - — ^ i . (NeAV) A method for obtaining a desired bioactivity or biomolecule, comprising: 
creating a DNA library comprised of DNA molecules obtained directly from an 
environmental Source; 

b) introducing at leVst one mutation into a DNA molecule from said library to create a 
mutagenized DNA molecule; and 

c) screening for a desired bioactivity or biomolecule containing a mutation. 

whereby, if desired, biomolecbles can be accessed from uncultivated organisms, and, if desired, 
improved thru mutagenesis in qirected evolution. 



42. (New) The method of claim 41 , further comprising the step of: 

d) expressing the mutagenized molecule of step (b) to create a bioactivity or biomolecule 
containing a mutation. 

43. (New) The method of claim 41, wherein, for step a), the DNA is genomic DNA. 

44. (New) The method of claim 43, wherein the genomic DNA is at least 1 kb in 



size. 



45. (New) The method of claim 43, wherein the genomic DNA is at least 5 kb in 



size. 



46. (New) The method of claim 43, wherein the genomic DNA is at least 10 



47. (New) The method of claim 43, wherein the genomic DNA is at least 15 kb in 



size. 



48. (New) The method of claim 43, wherein the genomic DNA is at least 20 kb in 



size. 
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49. (New) The method of claim 43, wherein the genomic DNA is at least 30 kb in 

size. 

50. (New) The method of claim 43, wherein the genomic DNA is at least 35 kb in 
size. 

5 1 . (New) The methoc^of claim 43, wherein the genomic DNA is at least 45 kb in 
size. 

52. (New) The method o^claim 43, wherein the genomic DNA is at least 60 kb in 
size. 

53. (New) The method of cl^m 43, wherein the genomic DNA is at least 75 kb in 
size. 

54. (New) The method of claijp\l3, ^herein the genomic DNA is at least 150 kb in 
size. 

55. (New) The method of claim 43\ wherein the genomic DNA is at least 200 kb in 
size. 

56. (New) The method of claim 41, wherein the DNA comprises at least one gene 

cluster. 

57. (New) The method of claim 41, wherein the DNA encodes a gene cluster 
involved in production of polyketide synthases. 
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58. (New) The method of claim 41, wherein the DNA encodes a gene cluster 
involved in production of polyketides. 

59. (New) The method of claim 58, wherein the polyketides are selected from the 
group consisting of antibiotics, anti-cancer agents, and immunosuppressants. 

■60. (New) The method of claim 41, wlierein the DN A encodes a molecule useful in a 
veterinary product. 

61 (New) The method of claim 41, wherein the DNA encodes at least one operon. 

62. (New) The method of claim 41, wherein, for step a), the library is made using a 

vector. 



> 63. (New) The method of claim 62, wherein the vector is selected from the group 
consisting of viral particles, baculovirus, phage, plasmids, phagemids, cosmids, fosmids, 
bacterial artificial chromosomes, and viral DNA 



/ \^^ 64. (NevA The method of claim 63, wherein the vector includes chromosomal, 
nonchromosomal or syntheiti c DNA. 

65. (New) The method of claim 63, wherein the vector contains suitable regulatory 
sequence for effecting expression of at least a portion of the DNA. 

66. (New) The method of claim 41, wherein, for step a), where the environmental 
sample is obtained from a locality selected from the group consisting of arctic, antarctic, volcanic 
and tropical locations. 
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67. (New) The method of claim 64, wherein in the environmental sample is soil, 
water, permafrost, or plant. 



69 . (New) The method of claim 41 , wherein the B'N A is deri ved from a plurality of 
donor organisms. 



70. (New) The method of claim 65, wherein step (c) is comprised of hybridization 
screening. 



Claims 17-40 were pending before this Response. By the present communication, the 
Specification is amended at pages 6, 18, 22,and 23 to provide proper usage of trademarked 
terms. In addition, claims 17-40 have been canceled without prejudice and new claims 41 to 70. 
have been added to define Applicants' invention with greater particularity, as shown in Exhibit 
A. These amendments add no new matter as the amended language is fully supported by the 
specification and original claims. Applicant submits that the claim amendments do not narrow 
the claims in any way within the meaning of Festo Corporation v. Shoketsu Kinzoku Kogyo 
Kabushiki Co. Ltd., a/k/a SMC Corporation and SMC Pneumatics, Inc. 234 F.3d 558, 51 
U.S.P.Q. 2d 1959 (Fed. Cir. 2000). Accordingly, claims 41-70 are currently pending. 

The priority information 

The Office Action asserts that the continuity data in the present application is confusing 
as there are allegedly conflicting statements regarding the filing date of parent application Serial 
No. 08/651,568. At the Examiner's suggestion, Applicant has amended the first paragraph of 
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